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REMARKS 
Status of the Claims 

Claims 140-153 are in the application. 
Claims 140-153 have been rejected. 

Claim 140 is hereby amended and new claim 154 have been added. 
Upon entry of this amendment, claims 140-154 will be pending. 

Summary of the Amendment 

Claim 140 has been amended to insert the phrase "that does not comprise exogenous 
nucleic acid sequences" to modify the litter of mammals recited in the claim. Support for the 
amendment can be found in the passages cited by Applicants in the Amendment filed with the 
Office on February 25, 2008. 

New claim 1 54 has been added. Claim 154 recites a specific embodiment of the 
invention that has been disclosed throughout the application and the claims as originally filed. 

No new matter has been added. 

Rejections Under Nonstatutory Obviousness-Type Double Patenting 

Claims 140 and 143-153 stand rejected under the judicial doctrine of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 21-23 of issued US Patent 
No. 6,423,693. The Office asserts that claims 140 and 143-153 recite an obvious variation of 
the subject matter disclosed in claims 21-23 of issued US Patent No. 6,423,693. Applicants 

respectfully disagree. 

Claim 140 recites a method of improving weight gain and development in a mammalian 
litter that does not comprise exogenous nucleic acid sequences wherein the method comprises: 
introducing an expression vector capable of expressing a growth hormone releasing hormone 
("GHRH") into muscle tissue of a pregnant female mammal having said litter, wherein the 
expression vector comprises a muscle-specific promoter controlling expression of the GHRH; 
and electroporating the muscle tissue of the pregnant female mammal; and allowing the pregnant 
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female mammal to deliver the litter having improved weight gain and development, said litter 
being free of exogenous nucleic acid sequences. 

The Office asserts that the method of claim 140 would be obvious over claims 21-23 of 
issued US Patent No. 6,423,693 because a skilled artisan would have arrived at the claimed 
method given the combined teachings of US Patent No. 6,423,693 in view of Aihara, Kann, and 
Tsukamoto, (Office Action, page 8-9). The Office concedes that US Patent No. 6,423,693 does 
not teach or suggest that introducing pSK-GHRH to pregnant mice would result in mouse pups 
that exhibit improved weight gain and development. (Office Action, page 8). The Office reasons 
that, despite this being true, the mouse pups would have "exhibited this characteristic because it 
is inherent to the [claimed] method." The analysis employed by the Office to reach its 
conclusion of obviousness is flawed. 

It is well established that the double patenting rejection of the obviousness-type, if not 
based on an anticipation rationale is analogous to a failure to meet the nonobviousness 
requirement of 35 U.S.C. §103 except that the patent principally underlying the patent rejection 
is not considered prior art. In re Braithwaite, 379 F.2d 594, 154 USPQ 29 (CCPA 1967). The 
analysis employed in an obviousness-type double patenting rejection parallels tlie guidelines for 
analysis of a 35 U.S.C. §103 obviousness determination. In re Braat, 937 F.2d 589, 19 USPQ2d 
1289 (Fed Cir. 1991). The concepts of obviotisness and inherency are distinct, and an 
obviousness rejection based upon inherency analysis is improper. See W.L Gore & Associates, 
Inc. V. Garlock, Inc., 721 F.2d 1540, 220 USPQ 303, 314 (Fed. Cir. 1983), cert, denied, 469 U.S. 
851 (1984). 

The Office has improperly based its obviousness analysis on inherency. The rejection of 
claims 140 and 143-153 under the judicial doctrine of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 21-23 of issued US Patent No. 6,423,693 is 
improper. Applicants respectfully request that the pending rejection be withdrawn. 
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Claims 140, 141, and 143-147 stand rejected under the judicial doctrine of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-4,8-11, 15, and 16 of US 
Pat. No. 7,250,405. Applicants traverse the rejection. 

The Office asserts that: 

the claims of Draghia-Akii et al. are to a method of elevating 
prolactin levels in an offspring from a non-human female 
mammals comprising electroporating a nucleic acid expression 
construct comprising a nucleic acid sequence encoding GHRH. 
While the focus of the instant Application is drawn to improving 
weight gain and development in a mammalian litter and the focus 
of Draghia-Akli et al. is a method of changing the pituitary lineage 
in an offspring of a female mammal and a method of elevating 
prolactin levels in an offspring, the method steps between the two 
applications are the same. While the instant specification is silent 
as to whether the treatment has any effect on the pituitary of 
prolactin levels of the offspring, the steps of treating the offspring 
are the same between the two sets of claims and thus, the one 
treatment simultaneously resuhs in the three kinds of biological 
effects. 

As discussed above, Tsukamoto et al. teaches that mouse fetuses of 
mothers treated with naked DNA do not take up transgene 
construct. According to Draghia-Akli et al.'s specification, rats 
were injected with pSP-HV-GHRH in lOOul of PBS (Draghia-Akli 
et al., specification, Example 3). As such, the litter bom to these 
treated rats would not have any exogenous nucleic acid. 



(Office Action, page 10). Applicants respectfully submit that the rejection of claims 140, 141, 
and 143-147 is improper because the analysis employed by the Office to arrive at the conclusion 
that the claims of the instant application are obvious in light of the claims 1-4,8-1 1, 15, and 16 of 
US Pat. No. 7,250,405 is improperly based upon inherency. Assuming, arguendo, the Office 
analysis were analyzed solely based upon an obviousness analysis, the rejection is still improper 
because the combined teachings of claims 1-4,8-1 1, 15, and 16 of US Pat. No. 7,250,405 and 
Tstikamoto do not recite every element of the claims. Furthermore, Tsukamoto teaches away 
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from the claimed invention. Therefore, one of ordinarj.- skill in the art would not find claims 140, 
141, and 143-147 to be obvious over US Pat. No. 7,250,405 in view of Tsukamoto. 

As discussed above, an obviousness rejection based upon inherency analysis is improper. 
The Office reasons that because of alleged inherent properties known about DNA injections, one 
of ordinary skill in the art would infer that the DNA administered to subjects in the claimed 
method would not be transmitted to litters recited in the claims. The inherency analysis used to 
support a finding of obviousness is expressly improper. 

The Office analysis is also improper because the Office conclusion is based upon a 
negative inference in view of the disclosures of Tsukamoto. Tsukamoto does not teach or 
suggest intramuscular injection of DNA. The combination of the cited claims of US Pal. No. 
7,250,405 and Tsukamoto fail to teach or suggest transmission of nucleic acid constructs to 
litters of treated mothers through intramuscular injection. Claim 140 expressly requires that the 
nucleic acid constructs of the claimed invention be administered to muscle tissue. The Office 
erroneously reasons that because intramuscular delivery is not mentioned, one can infer that the 
effects of intravenous delivery of nucleic acid correlates to the effects of intramuscular delivery. 
One of ordinary skill in the art would not find the subject matter of claim 140 obvious in light of 
a reference that fails to disclose an element of the claims. Furthermore, inherency cannot be 
employed if an element of the claims may occur. Inherency is only invoked properly if the 
teachings of the art demonstrate that the element is always present. Drawing a negative 
inference is not a proper method of analysis in determining if an element is always present in the 
teachings of cited references. 

Moreover, in combining the cited claims of US Pat. No. 7,250,405 and Tsukamoto, the 
OITice has picked out those passages which support their position with respect to a prima facie 
case of obviousness and disregarded those teachings which teach away and do not support the 
prima facie case of obviousness. Tsukamoto discloses a method to transmit exogenous DNA 
from a mother to a pup. The method is contrary to the claimed invention. One of ordinary skill 
in the art would not combine the teaching of Draghia-Akli vwth Tsukamoto if Tsukamoto 
specifically discloses a method which is contrarv' to the claimed invention. This is improper and 



DOCKET NO. 133816.00901 (AVSI-0009) 
PATENT 



APPLICATION NO. 10/021,403 
FILED: December 12, 2001 



expressly contrary to a well established legal precedent as well as the teaching of the claims. 
The references must be viewed in their entirety and portions which teach away from the 
invention must be considered. When all of the teachings of the references are taken into account, 
it is overwhelmingly clear that the combination of references is improper and therefore does not 
produce a prima facie case of obviousness. 

Applicants respectfully request that the rejection of claims 140, 141, and 143-147 be 
withdrawn. 

Claim Rejections Under 35 U.S.C. § 112, first paragraph 
Claims 140-153 stand rejected under 35 U.S.C. §112, first paragraph as allegedly failing 
the written description requirement. Per the Office recommendation, Applicants have amended 
claim 140 to recite to insert the phrase "that does not comprise exogenous nucleic acid 
sequences," which identifies the litter of mammals recited in the claim. The amendment obviates 
the basis of rejection. Applicants respectfully request that the rejection of claims 140-153 based 
upon 35 U.S.C. §112, first paragraph, be withdrawn. 

Claim Rejections Under 35 US,C § 112, second paragraph 
Claims 140-153 stand rejected under 35 U.S.C. § 1 12, second paragraph because the 
Oflke ^serts that the phrase "exogenous nucleic acid sequences comprising" is confusing in the 
context of the other language used in the claim. Per the Office recommendation. Applicants 

have amended claim 140 to recite to insert the phrase "that does not comprise exogenous nucleic 
acid sequences," which identifies the litter of mammals recited in the claim. The amendment 
obviates the basis of rejection. Applicants respectfully request that the rejection of claims 140- 
1 53 based upon 35 U.S.C. §112, second paragraph, be withdrawn. 

Claim Rejections Under 35 USX. § 103 

Claims 140, 143-153 stand rejected under 35 U.S.C. § 103(a) as allegedly being 
unpatentable over Schwartz, Aihara, Kann, Tsukamoto, Li, Gilbert, Hui, and Nabei, 



9 



DOCKET NO. 133816.00901 (AVSI-0009) 

PATENT 



APPLICATION NO. 10/021,403 
FILED: December 12, 2001 



Claim 140 is rejected based upon the disclosures of Schwatrz, Aihara, Kann, and 
Tsukamoto. The Office asserts that the an artisan would have anived at the claimed method of 
electroporating pregnant mic€ with a GHRH expression construct, wherein the method resulted 
in baby mice that exhibited improved weight gain and development. (Office action, page 13 and 
14). rhe Office asserts that the Tsukamoto provides guidance that naked DNA injected into 
pregnant mice resulted in fetuses that did not uptake any recombinant DNA. (Office Action, page 
14). 

Claim 140 recites a method of improving weight gain and development in a mammalian 
litter while said litter that does not comprise exogenous nucleic acid sequences comprising: 
introducing an expression vector capable of expressing a growth hormone releasing hormone 
("GHRH") into muscle tissue of a pregnant female mammal having said litter, wherein the 
expression vector comprises a muscle-specific promoter controlling expression of the GHRH; 
and electroporating the muscle tissue of the pregnant female mammal; and allowing the pregnant 
female mammal to deliver the litter having improved weight gain and development, said litter 
being free of exogenous nucleic acid sequences. 

Schwartz discloses nucleic acid constructs that encode GHRH in mice, Schwartz does not 
teach or suggest a method of increasing weight gain or development in litters of mice by 
intramuscular administration of nucleic acid constructs into expectant mothers. 

Aihara discloses electroporation of GHRH nucleic acid constructs. Aihara does not teach 
or suggest a method of increasing weight gain or development in litters of mice by intramuscular 
administration of nucleic acid constructs into expectant mothers. 

Kann discloses the administration of recombinant GHRH protein to expectant ewes, 
Kann does not teach or suggest a method of increasing weight gain or development in litters of 
mice by inlrami^scular administration of nucleic acid constructs into expectant mothers. 

Tsukamoto is discussed above and teaches away from the claimed invention. 

Schwartz, Aihara, and Kann, taken either individually or combiner! do not teach a method 
of increasing weight gain and development in Utters of mice by intramuscular administration of 
nucleic acid constructs encoding GHRH, much less the same method wherein the Utter does not 
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comprise exogenous nucleic acids. One of ordinary' sMl! in the art would Rot recognize a benefit 
to providing nucleic acid constructs that encode GHRH in place of the recombinant protein 
administered in Kann. One of ordinary skill in the art would not identify a recognizable benel"it 
to ensuring that the nucleic acid constructs are not transmitted to litter members alter 
administration to expectant mammalian mothers if none of the cited references discuss the 
transmission of exogenous nucleic acid constructs to offspring. Therefore, the combination of 
references does not teach each and every element of the claims. 

Tsukamoto discloses that intravenous injection of nucleic acid constructs into expectant 
mothers results in the transmission of that nucleic acid construct to offspring. Tsukamoto 
teaches away from the claimed invention. 

In combining the references, the Office has picked out those passages which support their 
position with respect to a prima facie case of obviousness and disregarded those teachings which 
teach away and do not support the prima facie case of obviousness. This is improper and 
expressly contrary to a well established legal precedent. The references must be viewed in their 
entirety and portions which teach away from the invention must be considered. When all of the 
teachings of the references are taken into account, it is overwhelmingly clear that the 
combination of references is improper and therefore does not produce a prima facie case of 
obviousness. The Tsukamoto reference specifically teaches away from the claimed invention 
with respect to claims 140 and 143-153. 

Applicants respectfully request that the rejection of claims under 35 U.S.C. § 103(a) be 
withdrawn. 

Claims 140-153 stand rejected under 35 U.S.C. § 103(a) as being unpatentable over 
Kann, in view of Draghia-Akli and further in viev»? Aihara and Tsukamoto. The Office asserts 
the reasoning of its position that: 

It would have been obvious for an ordinary artisan to substitute the 
injection of a nucleic acid expression construct comprising a 
nucleic acid sequence encoding GHRH taught by Draghi-Akli et. 
al., with the injection of GHRH protein taught by Kann et. al. 
because Draghia-Akli et. al. teach that mice injected with pSK- 
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GHRH expressed GHRH niRNA and that their serum levels of GH 
increased. With regard to using a step of eiectroporation with the 
method taught by Draghia-Akli et. al., an artisan would have used 
eiectroporation because Aihara et al teach that eiectroporation is an 
efficient method of providing gene expression in muscle tissue. As 
such, an artisan would have arrived at the claimed invention. 

(Office Action, page 16). Applicants respectfully traverse. 

Kann does not teach intramuscular injection. One of ordinary skill in the art would not 
find the results of one mode of administration obvious in view the results of an experiment 
performed with another mode of administration. Further, there is not recognizable benefit in 
modifying Kann to include intramuscular injection. 

The combination of Draghi-Akli, Aihara. Kann, and Tsukamoto does not render the 
invention recited in claim 140 obvious because the combination of each reference fails to teach 
the elements of the claims. As discussed above, Tsukamoto teaches away from the claimed 
invention. 

The rejection of claim 141-153 are moot in hght of the position presented above as it 
relates to Draghi-Akli, Aihara, Kann, and Tsukamoto. 

Applicants respectfully request that the rejection of claims 140-153 under 35 U.S.C. 
§ 103(a) as being unpatentable over Draghia-Akli in view of Kann and further in view of Aihara 
and Tsukamoto. 
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Conclusion 



Claims 140-154 are in condition for allowance. A notice of allowance is earnestly 



The Commissioner is hereby authorized to charge any deficiencies of fees and credit of 
any overpayments to Deposit Account No. 50-0436. 



Date: September 2, 2008 

Pepper Hamilton LLP 
400 Berwyn Park 
899 Cassatt Road 
Berw>'n,PA 19312-1183 
Telephone: 610.640.7852 
Facsimile: 267.430.7334 



solicited. 



Respectfully submitted, 



/John A. Zurawski. Reg.#6 1.524/ 
John A. Zurawski 
Reg. No. 61,524 
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